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=> fil reg 

FILE ' REGISTRY ' ENTERED AT 06:40:50 ON 01 MAR 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 American Chemical Society (ACS) 



STRUCTURE FILE UPDATES: 27 FEB 2002 
DICTIONARY FILE UPDATES: 27 FEB 2002 



HIGHEST RN 396639-34-2 
HIGHEST RN 396639-34-2 



Jan Delavat 

ian.delaval@uspto.gov 



TSCA INFORMATION NOW CURRENT THROUGH July 7, 2001 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Calculated physical property data is now available. See HELP PROPERTIES 
for more information. See STNote 27, Searching Properties in the CAS 
Registry File, for complete details: 
http : //www. cas . org/ONLINE/STN/STNOTES/stnotes27 . pdf 

The P indicator for Preparations was not generated for all of the 

CAS Registry Numbers that were added to the H/Z/CA/CAplus files between 

12/27/01 and 1/23/02. Use of the P indicator in online and SDI searches 

during this period, either directly appended to a CAS Registry Number 

or by qualifying an L-number with /P, may have yielded incomplete results. 

As of 1/23/02, the situation has been resolved. Also, note that searches 

conducted using the PREP role indicator were not affected. 

Customers running searches and/or SDIs in the H/Z/CA/CAplus files 
incorporating CAS Registry Numbers with the P indicator between 12/27/01 
and 1/23/02, are encouraged to re-run these strategies. Contact the 
CAS Help Desk at 1-800-84 8-6533 in North America or 1-614-447-3698, 
worldwide, or send an e-mail to help@cas.org for further assistance or to 
receive a credit for any duplicate searches. 



=> d sta que 110 

L7 109 SEA FILE=REGISTRY ABB-ON PLUON 

L9 • 52 SEA FILE=REGISTRY ABB=ON PLU=ON 

L10 4 SEA FILE=REGISTRY ABBON PLU=ON 



PLGL. {0, 1JAR/SQSP 

L7 AND 7 /SQL 

L9 AND OC5-C6/ES 



=> d his 

(FILE 1 HOME 1 ENTERED AT 06:28:19 ON 01 MAR 2002) 
SET COST OFF 

FILE 1 REGISTRY 1 ENTERED AT 06:29:12 ON 01 MAR 2002 
E PLGLAR/SQEP 

FILE 1 HCAPLUS' ENTERED AT 06:29:28 ON 01 MAR 2002 

E DE2000-10028204/AP, PRN 
LI IS E3,E4 

E WEITHMANN K/AU 
L2 55 S E4-E7,E9 

E WEITHMAN K/AU 
L3 560 S (AVENTIS(L)PHARM?)/PA,CS 

L4 1142 S AVENTIS/PA,CS 

SEL RN LI 

FILE ' REGISTRY 1 ENTERED AT 06:31:15 ON 01 MAR 2002 
L5 7 S E1-E7 

L6 1 S L5 AND SQL/FA 

E PLGL/SQEP 
L7 109 S PLGL. {0, DAR/SQSP 

L8 0 S L7 AND 6/SQL 




1 

1 
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L9 




52 


S 


L7 AND 7 /SQL 


Tin 

LIU 




4 


S 


T Q 7\ Kin C\C ts — Cfc /VQ 

Ly AND ULj-LO/to 


Lll 




4 


s 


L6,L10 


L12 




1 


s 


COLLAGENASE/CN 




FILE 


' HCAOLD 1 


ENTERED AT 06:35:23 ON 01 MAR 2002 


L13 




0 


s 


Lll 




FILE 


'HCAPLUS' ENTERED AT 06:35:28 ON 01 MAR 2002 


L14 




12 


s 


Lll 


L15 




14517 


s 


LI 2 OR COLLAGENASE 


L16 




69990 


s 


COLLAGEN 








E 


COLLAGEN/CT 








E 


E3 ALL 








E 


COLLAGEN/CT 








E 


E3+ALL 


L17 




2132 


S 


El 








E 


E2+ALL 


L18 




54861 


S 


E3+NT 


L19 




5 


S 


L14 AND L15 


L20 




4 


S 


L14 AND L16-L18 


L21 




6 


S 


L19,L20 




FILE 


■REGISTRY' ENTERED AT 06:36:40 ON 01 MAR 2002 


L22 




205 


S 


7COLLAGENASE ? /CNS 




FILE 


■HCAPLUS* ENTERED AT 06:36:49 ON 01 MAR 2002 


L23 




10136 


S 


L22 


L24 




6 


S 


L23 AND L14 


L25 




7 


s 


L21,L24 


L2 6 




4 


s 


L14 AND ?COLLAGENASE? 


L27 




n 


c 


L25, L2 6 


L28 




1 


s 


L14,L27 AND L2-L4 


L2 9 




37863 


s 


PROTEIN#/CW (L) (ANST OR ANT OR ARG OR CAT) /RL 


L30 




1 


s 


LI 4 AND L2 9 


L31 




12 


s 


L14,L27,L28,L30 


L32 




10 


s 


L31 AND (SCREEN? OR TEST? OR LIGAND OR INHIBIT?) 


L33 




12 


s 


L31,L32 


L34 




12 


s 


L33 AND SUBSTRATE 




FILE 


1 USPATFULL, US PAT 2 1 ENTERED AT 06:40:20 ON 01 MAR 2002 


L35 




0 


s 


Lll 




FILE 


■BIOSIS' 


ENTERED AT 06:40:25 ON 01 MAR 2002 


L36 




0 


s 


Lll 



=> d 

Lll 

RN 

CN 



FS 

SQL 

NTE 



FILE ' REGISTRY 1 ENTERED AT 06:40:50 ON 01 MAR 2002 
111 sqide can tot 

ANSWER 1 OF 4 REGISTRY COPYRIGHT 2002 ACS 
210816-75-4 REGISTRY 

L-Argininamide, 1- [ ( 7-methoxy-2-oxo-2H-l-benzopyran-3-yl ) acetyl] -L-prolyl- 
L-leucylglycyl-L-leucyl-3- [ (2, 4-dinitrophenyl ) amino] -L-alanyl-L-alanyl-, 
monoacetate (9CI) (CA INDEX NAME) 
PROTEIN SEQUENCE; STEREOSEARCH 
7 

modified 



type 



location 



description 

C-terminal amide 

undetermined modification 
undetermined modification 
2, 4-dinitrophenyl<DNP> 



terminal mod. Arg-7 

uncommon Dpr-5 
modification 

modification Pro-1 

modification Dpr-5 
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SEQ 1 PLGLXAR 

HITS AT: 1-7 

MF C49 H68 N14 015 . C2 H4 02 
SR CAS Registry Services 

CM 1 

CRN 210816-74-3 
CMF C49 H68 N14 015 

Absolute stereochemistry. 

PAGE 1-A 




H 





N 




H 


Me 


N0 2 


H 









PAGE 1-B 



NH2 



(CH 2 )3 



H 



-NH2 



NH 




N02 



CM 2 

CRN 64-19-7 
CMF C2 H4 02 



HO- C-CH3 



Lll ANSWER 2 OF 4 REGISTRY COPYRIGHT 2002 ACS 
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RN 210816-74-3 REGISTRY 

CN L-Argininamide, 1- [ (7-methoxy-2-oxo-2H-l-benzopyran-3-yl) acetyl] -L-prolyl- 
L-leucylglycyl-L-leucyl-3- [ (2, 4-dinitrophenyl) amino] -L-alanyl-L-alanyl- 
(9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 7 

NTE modified 



type 




— location 


description 


terminal mod. 


Arg- 


7 


C-terminal amide 


uncommon 


Dpr- 


5 




modification 


Pro- 


1 


undetermined modification 


modification 


Dpr- 


5 


2, 4-dinitrophenyl<DNP> 



SEQ 1 PLGLXAR 



HITS AT: 1-7 

MF C49 H68 N14 015 

CI COM 

SR CAS Registry Services 

LC STN Files: CA, CAPLUS, TOXCENTER 

Absolute stereochemistry. 



PAGE 1-A 




1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 
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REFERENCE 1: 136:50643 

Lll ANSWER 3 OF 4 REGISTRY COPYRIGHT 2002 ACS 
RN 182929-39-1 REGISTRY 

CN L-Argininamide, 1- [ (2-oxo-2H-l-benzopyran-4-yl) acetyl] -L-prolyl-L- 

leucylglycyl-L-leucyl-3- [ (2, 4-dinitrophenyl ) amino] -L-alanyl-L-alanyl- 
(9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 7 

NTE modified 



type 




— location 


description 


terminal mod. 


Arg- 


-7 


C-terminal amide. 


uncommon 


Dpr- 


-5 




modification 


Pro- 


■1 


undetermined modification 


modification 


Dpr- 


-5 


2, 4-dinitrophenyl<DNP> 



SEQ 1 PLGLXAR 



HITS AT: 1-7 

MF C48 H66 N14 014 

SR CA 

LC STN Files: CA, CAPLUS 
Absolute stereochemistry. 



PAGE 1-A 




■J 
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PAGE 1-B 




1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 125:295954 

Lll ANSWER 4 OF 4 REGISTRY COPYRIGHT 2002 ACS 
RN 140430-53-1 REGISTRY 

CN " L-Argininamide, 1- [ ( 7-niethoxy-2-cxc-2H-l-benzopyran-4-yl ) acetyl] -L-prolyl- 
L-leucyiglycyl-L-leucyl-3- [ (2, 4-dinitrophenyl ) amino] -L-alanyl-L-alanyl- 
(9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 7 

NTE modified 



type 




location 


description 


terminal mod. 


Arg- 


7 


C-terminal amide 


uncommon 


Dpr- 


5 




modification 


Pro- 


1 


undetermined modification 


modification 


Dpr- 


5 


2, 4-dinitrophenyl<DNP> 



SEQ 1 PLGLXAR 



HITS AT: 1-7 

MF C49 H68 N14 015 

SR CA 

LC STN Files: CA, CAPLUS , CHEMCATS, TOXCENTER 



Absolute stereochemistry. 



Jib*::* 
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PAGE 1-A 




H 



PAGE 1-B 



* N 
H 



N02 



^N02 




(CH2)3 



NH2 



NH 




NH2 



REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 



10 REFERENCES IN FILE CA (1967 TO DATE) 

10 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

135: 15967 

134:174724 

132:119120 

132:46928 

131:348235 

127:187274 

127:118829 

122:208637 
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REFERENCE 9: 117:43338 
REFERENCE 10: 116:230498 



=> d 112 ide can 

L12 ANSWER 1 . OF 1 REGISTRY COPYRIGHT 2002 ACS 
RN 9001-12-1 REGISTRY 

CN Collagenase (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN Aspergillopeptidase C 

CN Azocollase 

CN Clostridiopeptidase A 

CN Clostridiopeptidase I 

CN Clostridiopeptidase II 

CN Collagen peptidase 

CN Collagen protease 

CN Collagenase A 

CN Collagenase MMP-1 

CN E.C. 3.4.24.3 

CN E.C. 3.4.24.34 

CN E.C. 3.4.24.7 

CN E.C. 3.4.4.19 

CN E.C. 3.4.99.5 

CN Interstitial collagenase 

CN Kollaza 

CN Matrix metalloproteinase-1 

CN Matrix metalloproteinase-1 8 

CN Matrix metalloproteinase-8 

CN Me c&lloccliagenasG 

CN Metalloproteinase-1 

CN MMP-1 

CN MMP-8 

CN Morikraz 

CN Nucleolysin 

CN Peptidase, clostridio-, A 

CN Proteinase, Clostridium histolyticum, A 

CN Soycollagestin 

DR 37288-86-1, 39433-96-0 

MF Unspecified 

CI COM, MAN 

LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, BIOBUSINESS, BIOSIS, BIOTECHNO, 
CA, CABA, CAPLUS, CASREACT, CBNB, CEN, CHEMCATS, CHEMLIST, CIN, CSCHEM, 
DDFU, DIOGENES, DRUGU, EMBASE, IFICDB, IFIPAT, IFIUDB, IPA, MEDLINE, 
MRCK* , MSDS-OHS, PHAR, PIRA, PROMT, TOXCENTER, TOXLIT, US PAT 2, USPATFULL 
(*File contains numerically searchable property data) 
Other Sources: EINECS**, TSCA** 

(**Enter CHEMLIST File for up-to-date regulatory information) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

6511 REFERENCES IN FILE CA (1967 TO DATE) 

69 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
6528 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 


1: 


136: 


134761 


REFERENCE 


2: 


136: 


133595 


REFERENCE 


3: 


136: 


133383 


REFERENCE 


4 : 


136' 


132207 


REFERENCE 


5: 


136 


130881 
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REFERENCE 


6: 


136 


130844 


REFERENCE 


7: 


136 


128574 


REFERENCE 


8: 


136 


123405 


REFERENCE 


9: 


136 


117317 


REFERENCE 


10: 


136 


116447 



=> fil hcaplus 

FILE ' HCAPLUS 1 ENTERED AT 06:41:42 ON 01 MAR 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 1 Mar 2002 VOL 136 ISS 9 
FILE LAST UPDATED: 27 Feb 2002 (20020227 /ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

CAS roles have been modified effective December 16, 2001. Please 
check your SDI profiles to see if they need to be revised. For 
information on CAS roles, enter HELP ROLES at an arrow prompt or use 
the CAS Roles thesaurus (/RL field) in this file. 

The P indicator for Preparations was not generated for all of the 
CAS Registry Numbers that were added to the CAS files between 12/27/01 
and 1/23/02. As of 1/23/02, the situation has been resolved. Searches 
and/or SDIs in the H/Z/CA/CAplus files incorporating CAS Registry 
Numbers with the P indicator executed between 12/27/01 and 1/23/02 may 
be incomplete. See the NEWS message on this topic for more information. 

«> d all tot 134 

L34 ANSWER 1 OF 12 HCAPLUS COPYRIGHT 2002 ACS 
AN 2001:904565 HCAPLUS 
DN 136:50643 

TI Method for identifying medically valuable active substances 
IN Weithmann, Klaus Ulrich 

PA Aventis Pharma Deutschland GmbH, Germany 
SO PCT Int. Appl., 14 pp. 

CODEN: PIXXD2 
DT Patent 
LA German 
IC ICM C12Q001-00 
CC 9-2 (Biochemical Methods) 

Section cross-reference ( s ) : 63 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2001094612 A2 20011213 WO 2001-EP6143 20010530 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
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CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 










GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 







DE 10028204 Al 20020103 DE 2000-10028204 20000609 

PRAI DE 2000-10028204 A 20000609 

AB The invention relates to a method for identifying inhibitors or 

ligands for binding domains. The inventive method comprises using 

a protein that has at least one catalytic domain, incubating it with a 

marker substrate that binds to the catalytic domain of the 

protein and reacts therewith, with a substrate that can 

reversibly bind to the catalytic domain and to the binding domain, and 

with the inhibitor, and detecting whether the protein reacts 

with the marker substrate. 

ST drug detection protein binding inhibitor; catalyst protein 
binding inhibitor detection drug 

IT Cachexia 

Osteoarthritis 

(agents inhibiting; method for identifying medically valuable 

active substances) 
IT Antiarteriosclerotics 

(antiatherosclerotics; method for identifying medically valuable active 

substances) 
IT Disease, animal 

(chronic, agents inhibiting; method for identifying medically 

valuable active substances) 
IT Cartilage 



Joint, anatomical 
Periodontium 

(disease, agents inhibiting; method for identifying medically 

valuable active substances) 
IT Wound healing 

(disorders, agents inhibiting; method for identifying 

medically valuable active substances) 
IT Proteins 

RL: ANT (Analyte) ; ANST (Analytical study) 

(ligand-binding; method for identifying medically valuable 

active substances) 
IT Bone 

(metabolic disorders, agents inhibiting; method for 
identifying medically valuable active substances) 
IT Antitumor agents 

(metastasis; method for identifying medically valuable active 
substances ) 
IT Anti-inflammatory agents 
Antiarthritics 
Antitumor agents 
Antiulcer agents 

Biomarkers (biological responses) 

Carriers 

Drugs 

(method for identifying medically valuable active substances) 
IT Oligosaccharides, analysis 

RL: ANT (Analyte); THU (Therapeutic use); ANST (Analytical study); BIOL 
(Biological study); USES (Uses) 

(method for identifying medically valuable active substances) 
IT Proteins 

RL : ARG (Analytical reagent use) ; CAT (Catalyst use) ; 
ANST (Analytical study); USES (Uses) 

(method for identifying medically valuable active substances) 
IT Collagens , analysis 
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RL: ARU (Analytical role, unclassified); ANST (Analytical study) 

(method for identifying medically valuable active substances) 
IT Bone formation 

(mineralization, disorders, agents inhibiting; method for 

identifying medically valuable active substances) 
IT Muscle, disease 

(myalgia, agents inhibiting; method for identifying medically 

valuable active substances) 
IT Catalysts 

(proteins contg.; method for identifying medically valuable active 

substances) 
IT Shock (circulatory collapse) 

(septic, agents inhibiting; method for identifying medically 

valuable active substances) 
IT Spinal column 

(spondylitis, agents inhibiting; method for identifying 

medically valuable active substances) 
IT Drugs 

(stenosis-inhibiting; method for identifying medically 
valuable active substances) 
IT Appetite 

(stimulants; method for identifying medically valuable active 
substances ) 
IT Protamines 

RL: ANT (Analyte) ; THU (Therapeutic use); ANST (Analytical study); BIOL 
(Biological study); USES (Uses) 

(sulfates; method for identifying medically valuable active substances) 
IT Oligosaccharides, analysis 
Oligosaccharides, analysis 

RL: ANT (Analyte); THU (Therapeutic use); ANST (Analytical study); BIOL 
(Biological study); USES (Uses) 

(tetrasaccharides; method for identifying medically valuable active 
substances) 
IT Collagens, analysis 

RL: ARU (Analytical role, unclassified); ANST (Analytical study) 

(type II; method for identifying medically valuable active substances) 
IT 564-25-0, Doxycycline 53597-25-4 81669-70-7, Metalloproteinase 
147172-61-0, Aggrecanase 

RL: ANT (Analyte); THU (Therapeutic use); ANST (Analytical study); BIOL 
(Biological study); USES (Uses) 

(method for identifying medically valuable active substances) 
IT 9001-12-1, Collagenase 

RL: ARG (Analytical reagent use); BSU (Biological study, unclassified); 
ANST (Analytical study); BIOL (Biological study); USES (Uses) 

(method for identifying medically valuable active substances) 
IT 210816-74-3 

RL: ARU (Analytical role, unclassified); ANST (Analytical study) 
(method for identifying medically valuable active substances) 
IT 380451-86-5 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(method for identifying medically valuable active substances) 

L34 ANSWER 2 OF 12 HCAPLUS COPYRIGHT 2002 ACS 
AN 2001:230817 HCAPLUS 
DN 135:15967 

TI The role of exon 5 in fibroblast collagenase (MMP-1) 

substrate specificity and inhibitor selectivity 
AU Knauper, Vera; Patterson, Margaret L.; Gomis-Ruth, Franz X.; Smith, Bryan; 

Lyons, Alan; Docherty, Andrew J. P.; Murphy, Gillian 
CS School of Biological Sciences, University of East Anglia, Norwich, UK 
SO Eur. J. Biochem. (2001), 268(6), 1888-1896 

CODEN: EJBCAI; ISSN: 0014-2956 
PB Blackwell Science Ltd. 
DT Journal 
LA English 
CC 7-5 (Enzymes) 



gitomer - 09 / 876091 



Page 12 



AB Interstitial collagen is degraded by members of the matrix 

metalloproteinase (MMP) family, including MMP-1. Previous work has shown 
that the region of MMP-1 coded for by exon 5 is implicated both in 
substrate specificity and inhibitor selectivity. We 
have constructed a chimeric enzyme, the exon 5 chimera, consisting 
primarily of MMP-1, with the region coded for by exon 5 replaced with the 
equiv. region of MMP-3, a noncollagenolytic MMP. Unlike MMP-3, the exon 5 
chimera is capable of cleaving type I collagen, but the activity 
is only 2.2% of trypsin-activated MMP-1. "Superactivation" of the chimera 
has no discernible effect, suggesting that the salt bridge formed in 
"superactive" MMP-1 is not present. The kinetics for exon 5 chimera 
cleavage of two synthetic substrates display an MMP-3 phenotype, 
however, cleavage of gelatin is slightly impaired as compared to the 
parent enzymes. The Kiapp values. for the exon 5 chimera complexed with 
synthetic inhibitors and N-terminal TIMP-2 also show a more 
MMP-3-like behavior. However, the kon values for N-terminal TIMP-1 and 
N-terminal TIMP-2 are more comparable to those for MMP-1. These data show 
that the region of MMP-1 coded for by exon 5 is involved in both 
substrate specificity and inhibitor selectivity and the 
structural basis for our findings is discussed. 
ST collagenase exon substrate inhibitor 

specificity fibroblast 
IT Enzyme functional sites 

(active; the role of exon 5 in fibroblast collagenase (MMP-1) 
substrate specificity and inhibitor selectivity) 
IT Enzyme kinetics 

(of inhibition; the role of exon 5 in fibroblast 
collagenase (MMP-1) substrate specificity and 
inhibitor selectivity) 
IT Secondary structure 

(protein; the role of exon 5 in fibroblast collagenase 
(MMP-1) substrate specificity and inhibitor 
selectivity) 
IT Enzyme functional sites 

(substrate-binding; the role of exon 5 in fibroblast 
collagenase (MMP-1) substrate specificity and 
inhibitor selectivity) 
IT Enzyme kinetics 

Post-translational processing 
Protein degradation 

(the role of exon 5 in fibroblast collagenase (MMP-1) 
substrate specificity and inhibitor selectivity) 
IT Collagens, biological studies 

RL : BPR (Biological process); BIOL (Biological study); PROC (Process) 
(type I; the role of exon 5 in fibroblast collagenase (MMP-1) 
substrate specificity and inhibitor selectivity) 
IT 124861-55-8, TIMP-2 145337-55-9, Ro31-9790 162514-46-7, CT 1746 
RL: BAC (Biological activity or effector, except adverse); BIOL 
(Biological study) 

(the role of exon 5 in fibroblast collagenase (MMP-1) 
substrate specificity and inhibitor selectivity) 
IT 9001-12-1, Collagenase 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); PRP (Properties); BIOL (Biological study); PROC (Process) 
(the role of exon 5 in fibroblast collagenase (MMP-1) 
substrate specificity and inhibitor selectivity) 
IT 79955-99-0, Matrix metalloproteinase 3 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(the role of exon 5 in fibroblast collagenase (MMP-1) 
substrate specificity and inhibitor selectivity) 
IT 39287-99-5P, Pro-collagenase 

RL: BPN (Biosynthetic preparation); BPR (Biological process); BIOL 
(Biological study); PREP (Preparation); PROC (Process) 
(the role of exon 5 in fibroblast collagenase (MMP-1) 
substrate specificity and inhibitor selectivity) 
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IT 140430-53-1 256394-92-0 256394-94-2 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(the role of exon 5 in fibroblast collagenase (MMP-1) 
substrate specificity and inhibitor selectivity) 
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TI Effects of dimethyl sulfoxide, temperature, and sodium chloride on the 

activity of human matrix metalloproteinase 7 (matrilysin) 
AU Oneda, Hiroshi; Inouye, Kuniyo 

CS Division of Applied Life Sciences, Graduate School of Agriculture, Kyoto 

University, Kyoto, 606-8502, Japan 
SO J. Biochem. (Tokyo) (2000), 128(5), 785-791 

CODEN: JOBIAO; ISSN: 0021-924X 
PB Japanese Biochemical Society 
DT Journal 
LA English 
CC 7-3 (Enzymes) 

AB Effects of DMSO (DMSO) , temp., and sodium chloride on the 

matrilysin-catalyzed hydrolysis of (7-methoxycoumarin-4-yl) acetyl-L-Pro-L- 

Leu-Gly-L-Leu- [N3- (2,4- dinitrophenyl ) -L-2, 3-diamino-propionyl ] -L-Ala-L- 

Arg-NH2 [MOCAc-PLGL ( Dpa) AR] were examd. DMSO inhibited the 

matrilysin activity competitively with the inhibitor const. (Ki) 

of 0. 59.+-. 0.04 M, and the binding between them was endothermic and 

entropy-driven. The binding of matrilysin with MOCAc-PLGL ( Dpa ) AR was also 
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found to be entropy-driven. The matrilysin activity was increased in a 
biphasic exponential fashion with increasing concn. of NaCl, and was 5.3 
times higher in the presence of 4 M NaCl than that in its absence. The 
first and second phases were sepd. at 0.5 M NaCl, and the activation at x 
M NaCl compared with the activity in the absence of NaCl was expressed as 
2.1x at [NaCl] < 0.5 M and 1.4x at [NaCl] > 0.5 M. The activation was 
brought about solely through a decrease in the Michaelis const. (Km), and 
the catalytic const, (kcat) was not much altered. This suggests that the 
decrease in the electrostatic interaction and the increase in the 
hydrophobic interaction between matrilysin and the. substrate 
might enhance the enzyme activity by reducing the Km value. 

ST matrilysin dimethyl sulfoxide temp sodium chloride; matrix 
metalloproteinase DMSO temp salt 

IT Michaelis constant 

(effects of DMSO, temp., and sodium chloride on activity of human 
matrix metalloproteinase 7 (matrilysin) ) 

IT Enzyme kinetics 

(of inhibition; effects of DMSO, temp., and sodium chloride 
on activity of human matrix metalloproteinase 7 (matrilysin) ) 

IT 67-68-5, Dimethyl sulfoxide, biological studies 7647-14-5, Sodium 
chloride, biological studies 

RL: BAC (Biological activity or effector, except adverse); BIOL 
(Biological study) 

(effects of DMSO, temp., and sodium chloride on activity of human 
matrix metalloproteinase 7 (matrilysin) ) 
IT 141256-52-2, Matrilysin 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BIOL (Biological study); PROC (Process) 

(effects of DMSO, temp., and sodium chloride on activity of human 
matrix metalloproteinase 7 (matrilysin) ) 
IT 140430-53-1 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(effects of DMSO, temp., and sodium chloride on activity of human 
matrix metalloproteinase 7 (matrilysin) ) 
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TI Matrix metalloproteinase homologues from Arabidopsis thaliana. Expression 
and activity 

AU Maidment, Jill M . ; Moore, Darren; Murphy, George P.; Murphy, Gillian; 
Clark, Ian M. 

CS School of Biological Sciences, University of East Anglia, Norwich, NR4 
7TJ, UK 

SO J. Biol. Chem. (1999), 274(49), 34706-34710 
CODEN: JBCHA3; ISSN: 0021-9258 

PB American Society for Biochemistry and Molecular Biology 

DT Journal 

LA English 

CC 7-2 (Enzymes) 

Section cross-reference ( s ) : 11 

AB Five genes potentially encoding novel matrix metalloproteinases (MMPs) 

have been identified on the Arabidopsis thaliana data base. The predicted 
proteins have a. similar domain structure to mammalian MMP-7, with a 
propeptide and catalytic domain but no C-terminal hemopexin-like domain. 
Four of the A. thaliana MMPs (At-MMPs) have a predicted C-terminal 
transmembrane domain. The At-MMPs are differentially expressed in flower, 
leaf, root, and stem tissues from 14-day-old plants. The cDNA for- one of 
the At-MMPs (Atl-MMP) was cloned and expressed in Escherichia coli . 
Following refolding and purifn., the proenzyme Atl-MMP was shown to 
undergo autolytic activation in the presence of an organomercurial with a 
concomitant decrease in Mr. In contrast to this, trypsin-treatment led to 
the formation of an inactive product. The activated Atl-MMP digested 
myelin basic protein, but was unable to digest gelatin or casein. Three 
peptide substrates for MMPs were also cleaved by Atl-MMP. The 
enzyme activity of Atl-MMP was inhibited by human tissue 
inhibitors of metalloproteinases 1 and 2 and the hydroxamate 
inhibitor BB-94 . 

ST Arabidopsis matrix metalloproteinase gene expression; Atl matrix 

metalloproteinase processing Arabidopsis 
IT Flower 

Leaf 

Post-translational processing 

Root 

Stem 

(expression of Atl-At5 matrix metalloproteinase homologs from 
Arabidopsis thaliana and cloning and activity of Atl matrix 
metalloproteinase) 

IT Myelin basic protein 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(expression of Atl-At5 matrix metalloproteinase homologs from 
Arabidopsis thaliana and cloning and activity of Atl matrix 
metalloproteinase) 

IT Gene, plant 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(for matrix metalloproteinase homologs; expression of Atl-At5 matrix 
metalloproteinase homologs from Arabidopsis thaliana and cloning and 
activity of Atl matrix metalloproteinase) 
IT Protein sequences 

(homol.; expression of Atl-At5 matrix metalloproteinase homologs from 
Arabidopsis thaliana and cloning and activity of Atl matrix 
metalloproteinase) 
IT 141907-41-7P, Matrix metalloproteinase 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); PRP (Properties); PUR 
(Purification or recovery); BIOL (Biological study); PREP (Preparation); 
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PROC (Process) 

(expression of Atl-At5 matrix metalloproteinase homologs from 
Arabidopsis thaliana and cloning and activity of Atl matrix 
metalloproteinase) 

IT 140430-53-1 256394-92-0 256394-94-2 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(expression of Atl-At5 matrix metalloproteinase homologs from 
Arabidopsis thaliana and cloning and activity of Atl matrix 
metalloproteinase) 
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TI Biochemical characterization of the catalytic domain of membrane-type 4 

matrix metalloproteinase 
AU Kolkenbrock, Hansjorg; Essers, Lutz; Ulbrich, Norbert;. Will, Horst 
CS . Deutsches Rheumaf orschungszentrum Berlin, Berlin, D-10117, Germany 
SO Biol. Chem. (1999), 380(9), 1103-1108 

CODEN: BICHF3; ISSN: 1431-6730 
PB Walter de Gruyter GmbH & Co. KG 
DT Journal 
LA English 
CC 7-5 (Enzymes) 

AB A C-terminal truncated form of membrane-type 4 matrix metalloproteinase 
(MT4-MMP; MMP 17), lacking the hemopexin-like and transmembrane domain, 
was expressed in Escherichia coli. The catalytic domain was produced by 
tryptic activation of the recombinant proenzyme and proved to be 
catalytically active towards the fluorogenic substrate for 
matrix metalloproteinases (7-methoxycoumarin-4-yl) acetyl-Pro-Leu-Gly- 
Leu (3- (2 , 4-dinitrophenyl) -L-2 , 3-diaminopropionyl ) -Ala-Arg-NH2 . In 
contrast to the other 3 MT-MMPs (MT1-, MT2-, and MT3-MMP) , the catalytic 
domain of MT4-MMP does not activate progelatinase A, nor does it hydrolyz 
one of the offered extracellular matrix (ECM) proteins, such as 
collagen types I, II, III, IV, and V, gelatin, fibronectin, 
laminin, or decorin. TIMP-1, a poor inhibitor of MT1-, MT2-, 
and MT3-MMP, suppresses MT4-MMP activity effectively. The progelatinase 
A/TIMP-2 complex that usually reacts like TIMP-2 also inhibits 
MT4-MMP. TIMP-2, a strong inhibitor of other MT-MMPS, 
inhibits MT4-MMP at low conens . With increasing TIMP-2 concn., 
however, activity passes through a min. and then increases until at high 
TIMP-2 concn. the activity is the same as in the absence of TIMP-2. 
TIMP-1 or the progelatinase A/TIMP-2 complex do not prevent reactivation 
of MT4-MMP catalytic domain at high TIMP-2 conens. 

ST catalytic domain membrane type 4 matrix metalloproteinase; MT4MMP 
catalytic domain inhibition homol 

IT Protein motifs 

(catalytic domain of membrane-type 4 matrix metalloproteinase, biochem 
characterization) 
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IT 203810-08-6, MT4-MMP 

RL: BPR (Biological process); PRP (Properties); BIOL (Biological study); 
PROC (Process) 

(catalytic domain of membrane-type 4 matrix metalloproteinase, biochem. 
characterization) 
IT 124861-55-8, TIMP-2 140208-24-8, TIMP-1 

RL: BAC (Biological activity or effector, except adverse); BIOL 
(Biological study) 

(catalytic domain of membrane-type 4 matrix metalloproteinase, 
inhibition) 
IT 140430-53-1 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(catalytic domain of membrane-type 4 matrix metalloproteinase, 
substrate specificity) 
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TI Purification and partial characterization of a soluble metallopeptidase 

from Xenopus oocytes 
AU Okida, Noriyuki; Tokumoto, Toshinobu; Ishikawa, Katsutoshi 
CS Department of Biology and Geosciences, Faculty of Science, Shizuoka 

University, Shizuoka, 422-8529, Japan 
SO J. Biochem., Mol. Biol. Biophys. (1999), 3(1), 1-8 
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PB Harwood Academic Publishers 
DT Journal 
LA English 
CC 7-2 (Enzymes) 

AB A new peptidase, which we call metallopeptidase, was purified from the 
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cytosol of Xenopus oocytes. The enzyme cleaved the Gly-Leu bond in 
(7-methoxy-coumarin-4-yl ) acetyl-L-Prolyl-L-Leucyl-Glycyl-L-Leucyl- [N3- 
(2, 4-dinitrophehyl) -L-2, 3-diaminopropionyl ] -L-Alanyl-L-Arginine amide 
(M0CAc-Pro-Leu-Gly-Leu-A2pr (Dnp) -Ala-Arg-NH2) as a fluorogenic 
substrate for the matrix metallopeptidase . Its apparent mol. mass 
was estd. to be 76 kDa by SDS-PAGE. The activity was markedly 
inhibited by metal-chelating agents such as o-phenanthroline and 
EDTA. However, o-phenanthroline-inhibited enzyme was 

significantly reactivated on addn. of Zn2+. Thus, this zinc-contg. enzyme 
must be an intracellular metallopeptidase. The optimal pH for enzyme 
activity at 37. degree. C was found to be neutral and slightly alk., 
indicating that the enzyme was derived from a non-lysosomal location. The 
optimal temp, was 50. degree. C at pH 7.5 and the enzyme was stable below 
30. degree. C. This enzyme may be a new target for Zn2+ in the proteolytic 
pathway in the process of Xenopus oocyte maturation induced by 
progesterone. 

ST metallopeptidase oocyte Xenopus 

IT Egg 

(oocyte; purifn. and partial characterization of a sol. 

metallopeptidase from Xenopus oocytes) 
IT Xenopus laevis 

(purifn. and partial characterization of a sol. metallopeptidase from 

Xenopus oocytes) 
IT 9031-94-1P, Aminopeptidase 

RL: BAC (Biological activity or effector, except adverse); BOC (Biological 
occurrence); BPR (Biological process); PRP (Properties); PUR {Purification 
or recovery); BIOL (Biological study); OCCU (Occurrence); PREP 
(Preparation); PROC (Process) 

(purifn. and partial characterization of a sol. metallopeptidase from 

Xenopus oocytes) 
IT 7440-66-6, Zinc, biological studies 140430-53-1 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 

(purifn. and partial characterization of a sol. metallopeptidase from 

Xenopus oocytes) 
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TI Flow injection analysis for measurement of activity of matrix 

metalloproteinase-7 (MMP-7 ) 
AU Itoh, Michiyasu; Osaki, Mamoru; Chiba, Tadashige; Masuda, Kazuto; Akizawa, 
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CODEN: JPBADA; ISSN: 0731-7085 
PB Elsevier 
DT Journal 
LA English 
CC 7-1 (Enzymes) 

AB A simple and convenient method for measuring the activity of a recombinant 
human matrix metalloproteinase 7 (MMP-7, matrilysin) was developed by flow 
injection anal. (FIA) . For this method, purified recombinant MMP-7 
zymogen expressed in E. coli and the substrate peptide 

(MOCAc-Pro-Leu-Gly-Leu-A2pr (DNP) -Ala-Arg-NH2) were used. Following the 

incubation of substrate peptide with activated r-prc-MMP-7, the 

resulting fluorescent product peptide (MOCAc-Pro-Leu-Gly) was monitored 

with a fluorescence detector (.lambda. ex 328 nm, .lambda. em 393 nm) 

without chromatog. sepn. In this FIA system, the anal . time is 2 min and 

the.std. curve is linear from 5 to 100 pmol of the product peptide 

injected. In order to use this FIA system as a method for 

screening inhibitors against MMP-7, the effects of 

CaC12, EDTA and of the tissue inhibitor of metalloproteinase-1 , 

and -2, were tested. A synthetic PRCGXPD-contg . peptide (BS-10) 

was also obsd. to inhibit MMP-7 activity, with an IC50 value of 

104 .mu.M. Thus, it was concluded that the activity of r-MMP-7 can be 

reliably measured by the proposed system. Furthermore, to confirm' the 

utility of this FIA system as a screening method, the 

inhibitory activity of the MMP-related substance in Joro spider 

(Nephila clavata) venom was measured by this method. This 

inhibitory activity was obsd. in . an ext. of a venom dild. 

1000-fold. Thus, the FIA method is not only simple and quick, but also 

sensitive enough to screen and analyze the inhibitory 

properties of a large no. of test compds. 

ST matrix metalloproteinase 7 flow injection analysis; matrilysin detn 
inhibitor screening FIA system 

IT Venoms 

(Joro spider venom MMP-related inhibitor; fluorogenic 
substrate peptide and flow injection anal, for measurement of 
matrix metalloproteinase-7 activity and inhibitor 
screening) 

IT Flow injection analysis 

(fluorogenic substrate peptide and flow injection anal, for 
measurement of matrix metalloproteinase-7 activity and 
inhibitor screening) 

IT Nephila clavata 

(venom MMP-related inhibitor; fluorogenic substrate 
peptide and flow injection anal, for measurement of matrix 
metalloproteinase-7 activity and inhibitor screening 
) 

IT 194234-74-7 

RL: ANT (Analyte) ; BAG (Biological activity or effector, except adverse) ; 
ANST (Analytical study) ; BIOL (Biological study) 
(BS-10, inhibitor, screening inhibitors 

with FIA system; fluorogenic substrate peptide and flow 
injection anal, for measurement of matrix metalloproteinase-7 activity 
and inhibitor screening) 
IT 141256-52-2, Matrix metalloproteinase 7 

RL: ANT (Analyte); BPR (Biological process); ANST (Analytical study); BIOL 

(Biological study); PROC (Process) 

(fluorogenic substrate peptide and flow injection anal, for 
measurement of matrix metalloproteinase-7 activity and 
inhibitor screening) 
IT 140430-53-1 

RL: ARG (Analytical reagent use); BPR (Biological process); PRP 

(Properties); ANST (Analytical study); BIOL (Biological study); PROC 

(Process); USES (Uses) 

(fluorogenic substrate peptide; fluorogenic substrate 
peptide and flow injection anal, for measurement of matrix 
metalloproteinase-7 activity and inhibitor screening 
) 
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IT 60-00-4, EDTA, biological studies 10043-52-4, Calcium chloride (CaC12), 
biological studies 124861-55-8 140208-24-8, Tissue inhibitor 
of metalloproteinase-1 

RL: ANT (Analyte) ; BAC (Biological activity or effector, except adverse); 

ANST (Analytical study); BIOL (Biological study) 
(inhibitor, screening inhibitors with FIA 
system; fluorogenic substrate peptide and flow injection 
anal, for measurement of matrix metalloproteinase-7 activity and 
inhibitor screening) 

L34 ANSWER 8 OF 12 HCAPLUS COPYRIGHT 2002 ACS 
AN 1997:390011 HCAPLUS 
DN 127:118829 

TI Comparison of snake venom reprolysin and matrix metalloproteinases as 

models of TNF-. alpha, converting enzyme 
AU Van Dyk, Drew E . ; Marchand, Petra; Bruckner, Robert C; Fox, Jay W.; 

Jaffee, Bruce D.; Gunyuzlu, Paul L. ; Davis, Gary L. ; Nurnberg, Sherrill; 

Covington, Maryanne; Decicco, Carl P.; Trzaskos, James M. ; Magolda, Ronald 

L.; Copeland, Robert A. 
CS Inflammatory Dis . Res. Chem. Phys . Sci., The DuPont Merck Res. Lab., 

Wilmington, DE, 19880-0400, USA 
SO Bioorg. Med. Chem. Lett. (1997), 7(10), 1219-1224 

CODEN: BMCLE8; ISSN: 0960-894X 
PB Elsevier 
DT Journal 
LA English 
CC 7-2 (Enzymes) 

AB The reprolysin ht-d was compared to several human MMPs for the ability to 
cleave a peptide substrate representing the processing site of 
human pro-TNF. The rank order of inhibitor potency for a series 
of hydroxamic acids was also compared among these enzymes and for 
inhibition of TNF release from human white blood cells. The 
results suggest that ht-d is a better model TNF- . alpha, convertase (TACE) 
than are the human MMPs. 

ST reprolysin matrix metalloproteinase model TNF convertase; tumor necrosis 
factor converting enzyme model 

IT Hemorrhagins 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BIOL (Biological study); PROC (Process) 

(ht-d; comparison of snake venom reprolysin and matrix 
metalloproteinases as models of TNF-. alpha, convertase (TACE)) 
IT Hydroxamic acids 

RL: BAC (Biological activity or effector, except adverse) ; BIOL 
(Biological study) 

(inhibitors; comparison of snake venom reprolysin and matrix 
metalloproteinases as models of TNF-. alpha, convertase (TACE)) 
IT Tumor necrosis factor .alpha. 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(pro-; comparison of snake venom reprolysin and matrix 
metalloproteinases as models of TNF-. alpha, convertase (TACE)) 
IT Enzyme inhibition kinetics 

(with hydroxamic acids; comparison of snake venom reprolysin and matrix 
metalloproteinases as models of TNF-. alpha, convertase (TACE)) 
IT 9001-12-1, MMP-8 79955-99-0, MMP-3 146480-35-5, MMP 2 
146480-36-6, MMP 9 171715-27-8, Reprolysin 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BIOL (Biological study); PROC (Process) 

(comparison of snake venom reprolysin and matrix metalloproteinases as 
models of TNF- . alpha . convertase (TACE)) 
IT 140430-53-1 192723-42-5 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 

(comparison of snake venom reprolysin and matrix metalloproteinases as 
models of TNF- . alpha, convertase (TACE)) 
IT 151769-16-3, TACE' 

RL: BAC (Biological activity or effector, except adverse); BIOL 
(Biological study) 
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(models; comparison of snake venom reprolysin and matrix 
metalloproteinases as models of TNF-. alpha, convertase (TACE) ) 

L34 ANSWER 9 OF 12 HCAPLUS COPYRIGHT 2002 ACS 
AN 1996:652046 HCAPLUS 
DN 125:295954 

TI Substrate specificity of a novel alcohol resistant 

metalloproteinase, vimelysin, from Vibrio sp. T1800 
AU Takahashi, Saori; Okayama, Kiyoaki; Kunugi, Shigeru; Oda, Kohei 
CS Faculty of Textile Science, Kyoto Institute of Technology, Kyoto, 606, 

Japan 

SO Biosci., Biotechnol., Biochem. (1996), 60(10), 1651-1654 

CODEN: BBBIEJ; ISSN: 0916-8451 
DT Journal 
LA English 
CC 7-3 (Enzymes) 

AB Vimelysin is a novel ale . -resistant metalloproteinase from Vibrio sp . 
T1800. The substrate specificity of vimelysin was studied by 
using natural and f urylacryloxy dipeptide substrates. Vimelysin 
cleaved mainly Pro7-Phe8 bonds and slightly Tyr4-Ile5 bonds in human 
angiotensin I. Vimelysin also cleaved mainly Phe24-Phe25 and Tyrl6-Leul7 
bonds, and slightly His5-Leu6, HislO-Leull, Alal4-Leul5, and Gly23-Phe24 
bonds in oxidized insulin B-chain. The substrate specificity of 
vimelysin, by using f urylacryloyl (Fua) dipeptides were also studied. The 
ratio of kcat/Km for Fua-Gly-Phe-NH2/Fua-Gly-Leu-NH2 , Fua-Phe-Leu-NH2/Fua- 
Gly-Leu-NH2, and Fua-Phe-Phe-NH2/Fua-Gly-Leu-NH2 were 15.9, 27.8, and 
59.0, resp. These results indicate that vimelysin easily recognizes 
phenylalanine in PI' positions, which is different from thermolysin. 

ST substrate metalloproteinase vimelysin Vibrio; dipeptide cleavage 
vimelysin Vibrio 

IT Vibrio 

(substrate specificity of a novel ale. resistant 

metalloproteinase, vimelysin, from Vibrio sp. T1800) 
IT 9004-10-8, Insulin, biological studies 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 

(B-chain; ale. resistant metalloproteinase, vimelysin, from Vibrio sp. 

T1800 cleavage of insulin B chain) 
IT 182929-39-1 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(ale. resistant metalloproteinase, vimelysin, from Vibrio sp. T1800 
cleavage of) 
IT 484-42-4 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 

(ale. resistant metalloproteinase, vimelysin, from Vibrio sp. T1800 

cleavage of angiotensin I) 
IT 26390-02-3 26400-33-9 26400-34-0 110700-76-0 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 

( f urylacryloyl dipeptide cleavage by ale. resistant metalloproteinase 

vimelysin from Vibrio sp. T1800) 
IT 176591-17-6, Vimelysin 
RL: PRP (Properties) 

(substrate specificity of a novel ale. resistant 

metalloproteinase, vimelysin, from Vibrio sp. T1800) 

L34 ANSWER 10 OF 12 HCAPLUS COPYRIGHT 2002 ACS 
AN 1995:4 66102 HCAPLUS 
DN 122:208637 

TI Reconstructed 19 kDa Catalytic Domain of Gelatinase A Is an Active 
Proteinase 

AU Ye, Qi-Zhuang; Johnson, Linda L.; Yu, Anita E . ; Hupe, Donald 

CS Parke-Davis Pharmaceutical Research Division, Warner-Lambert Company, Ann 

Arbor, MI, 48105, USA 
SO Biochemistry (1995), 34(14), 4702-8 

CODEN: BICHAW; ISSN: 0006-2960 
DT Journal 
LA English 
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CC 7-5 (Enzymes) 

Section cross-reference (s) : 13 

AB Matrix metalloproteinases share high protein sequence homol. and have 
defined domain structures. Gelatinases have a unique 19 kDa 
f ibronectin-like insert in the catalytic domain. A synthetic gene was 
made to express the catalytic domain of human gelatinase A (GCD) , in which 
two polypeptide fragments of the catalytic domain were joined with 
deletion of the insert. The synthetic gene was highly expressed in 
Escherichia coli, and the 19 kDa GCD was purified to homogeneity after in 
vitro refolding. The GCD showed activity at a pH range of 5.5-9 in 
cleavage of the thiopeptolide Ac-Pro-Leu-Gly-thioester-Leu-Leu-Gly-OEt 
with optimal activity at neutral pH (Km = 134 .mu.M and kcat = 16 s-1 at 
pH 7.0). The activity required both zinc and calcium ions, but high 
concn. of zinc ion showed inhibition. Several stromelysin 
catalytic domain inhibitors inhibited the GCD with 
similar specificity. The GCD cleaved the fluorogenic peptides 
Mca-Pro-Leu-Gly-Leu-Dpa-Ala-Arg-NH2 and Dnp-Pro-Leu-Gly-Leu-Trp-Ala-D-Arg- 
NH2 with catalytic efficiency close to full length human gelatinase A. 
The reconstructed GCD cleaves not only thiopeptolide and peptide 
substrates but also protein substrates such as gelatin. 
These results are consistent with the notion that gelatinases have the 
same structure for the catalytic domain as other matrix metalloproteinases 
like stromelysins and collagenases . 

ST gelatinase A protein gene synthesis human 

IT Kinetics, enzymic 
Michaelis constant 
Protein sequences 

(reconstructed 19 kDa catalytic domain of gelatinase A is active 
proteinase) 

IT Gene 

RL: BAC (Biological activity or effector, except adverse); PRP 
(Properties); 3PN (Synthetic preparation); BIOL (Biological study); PREP 
(Preparation) 

(reconstructed 19 kDa catalytic domain of gelatinase A is active 
proteinase) 
IT Gelatins, biological studies 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(reconstructed 19 kDa catalytic domain of gelatinase A is active 
proteinase) 

IT 7440-66-6, Zinc, biological studies 7440-70-2, Calcium, biological 
studies 79955-99-0, Stromelysin 

RL: BAC (Biological activity or effector, except adverse); BIOL 
(Biological study) 

(reconstructed 19 kDa catalytic domain of gelatinase A is active 

proteinase) 
IT 146480-35-5, Gelatinase A 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); RCT (Reactant) ; BIOL (Biological study); PROC (Process) 

(reconstructed 19 kDa catalytic domain of gelatinase A is active 

proteinase) 
IT 98992-65-5 121282-17-5 140430-53-1 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 

(reconstructed 19 kDa catalytic domain of gelatinase A is active 

proteinase) 

L34 ANSWER 11 OF 12 HCAPLUS COPYRIGHT 2002 ACS 
AN 1992:4 43338 HCAPLUS 
DN 117:43338 

TI The C-terminal domain of 72 kDa gelatinase A is not required for 
catalysis, but is essential for membrane activation and modulates 
interactions with tissue inhibitors of metalloproteinases 

AU Murphy, Gillian; Willenbrock, Frances; Ward, Robin V.; Cockett, Mark I.; 
Eaton, Di; Docherty, Andrew J. P. 

CS Strangeways Res. Lab., Cambridge, CB1 4RN, UK 

SO Biochem. J. (1992), 283(3), 637-41 
CODEN: BIJOAK; ISSN: 0306-3275 
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DT Journal 
LA English 
CC 7-3 (Enzymes) 

AB Recombinant 72-kDa gelatinase A and a truncated form lacking the 

C-terminal domain were activated by organomercurials and possessed similar 
activities toward a no. of substrates. The truncated proenzyme 
differed from the full-length gelatinase in that it could not be activated 
by a membrane activator and did not bind tissue inhibitor of 
metalloproteinases (TIMP)-2. Kinetic studies also showed that the 
inhibition of the activated truncated enzyme, by both TIMP-1 and 
TIMP-2, was considerably decreased compared with the full-length enzyme. 
It was concluded that the C-terminal domain plays an important role in the 
regulation of gelatinase A by a potential physiol. activator and 
inhibitors. 

ST progelatinase A activation domain function; gelatinase A domain 

interaction TIMP 
IT Kinetics, enzymic 

(of gelatinase A and its truncated form, of human) 
IT Cell membrane 

(progelatinase A recombinant form of human activation by, enzyme 

C-terminal domain in) 
IT 119345-31-2 

RL: BIOL (Biological study) 

(C-terminal domain of recombinant form of, of human, membrane 

activation in relation to) 
IT 9040-48-6, Gelatinase 
RL: PRP (Properties) 

(C-terminal domain of, of human, interaction with TIMP-1 and -2 in 

relation to) 

IT 124861-55-8, TIMP-2 proteinase inhibitor 140208-24-8 
RL: BIOL (Biological study) 

(gelatinase A of human inhibition by, enzyme C-terminal 
domain in) 
IT 140430-53-1 

RL: RCT (Reactant) 

(reaction of, with gelatinase A and truncated form of human, kinetics 
of) 

L34 ANSWER 12 OF 12 HCAPLUS COPYRIGHT 2002 ACS 
AN 1992:2304 98 HCAPLUS 
DN 116:230498 

TI A novel coumarin-labeled peptide for sensitive continuous assays of the 

matrix metalloproteinases 
AU Knight, C. Graham; Willenbrock, Frances; Murphy, Gillian 
CS Strangeways Res. Lab., Worts Causeway/Cambridge, CB1 4RN, UK 
SO FEBS Lett. (1992), 296(3), 263-6 

CODEN: FEBLAL; ISSN: 0014-5793 
DT Journal 
LA English 
CC 7-1 (Enzymes) 

AB The peptide deriv. ( 7-methoxycoumarin-4-yl ) Ac-Pro-Leu-Gly-Leu [3- ( 2 , 4 - 

dinitrophenyl ) -L-2, 3-diaminopropionyl] -Ala-Arg-NH2 (Mca-Pro-Leu-Gly-Leu- 
Dpa-Ala-Arg-NH2 ) was synthesized as a fluorogenic substrate for 
the matrix metalloproteinases. The highly fluorescent 7-methoxycoumarin 
group was efficiently quenched by energy transfer to the 2, 4-dinitrophenyl 
group. The punctuated metalloproteinase (PUMP, EC 3.4.24.23) cleaved the 
substrate at the Gly-Leu bond with a 190-fold increase in 
fluorescence (.lambda. ex 328 nm; .lambda. cm 393 nm) . In assays of the 
human matrix metalloproteinases, Mca-Pro-Leu-Gly-Leu-Dpa-Ala-Arg-NH2 was 
. apprx. 50-100-fold more sensitive than dinitrophenyl-Pro-Leu-Gly-Leu-Trp- 
Ala-D-Arg-NH2 and continuous assays could be made at enzyme concns . 
comparable to those used with macromol . substrates. Specificity 
consts. (kcat/Km) were detd. for both synthetic substrates with 
PUMP, collagenase, stromelysin, and 72-kDa gelatinase. 

ST matrix metalloproteinase continuous detn fluorometry; collagenase 

continuous detn fluorometry; stromelysin continuous detn fluorometry; 
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IT 



IT 



IT 



IT 



IT 



IT 



IT 



IT 



IT 



IT 



• gelatinase continuous detn f luorometry; PUMP rnetalloproteinase continuous 
detn f luorometry; coumarinyl peptide prepn matrix rnetalloproteinase detn 
Kinetics, enzymic 
Michaelis constant 

(of matrix metalloproteinases, with coumarinyl peptide) 
70-34-8, l-Fluoro-2, 4 -dinitrobenzene 
RL: ANST (Analytical study) 

(condensation of, with f luorenylmethoxycarbonylasparagine) 
71989-16-7 

RL: ANST (Analytical study) 

(condensation of, with f luorodinitrobenzene) 
9001-12-1, Collagenase 9040-48-6, Gelatinase 
79955-99-0, Stromelysin 141256-52-2 
RL: ANT (Analyte) ; ANST (Analytical study) 

(detn. and reaction kinetics of, with coumarinyl peptide) 
140430-54-2P 

RL: SPN (Synthetic preparation); 

(prepn. and condensation with 
140430-53-1P 

RL: SPN (Synthetic preparation); 

(prepn. and reaction kinetics 
140430-55-3P 140430-56-4P 
RL: SPN (Synthetic preparation); 

(prepn. of) 
121282-17-5 
RL: RCT (React ant) 

(reaction of, with matrix metalloproteinases, 
42382-99-0 
RL: RCT (React ant) 

(reaction of, with methoxycoumarin acetic acid 
62935-72-2 
RL: RCT (Reactant) 

(reaction of, with prolylleucine Me ester) 



PREP (Preparation) 

(methoxycoumarinyl ) acetyl peptide) 

PREP (Preparation) 

with matrix metalloproteinases) 

PREP (Preparation) 
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